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Table 1. Diagnostic Criteria for Alcohol Use Disorder.*

Broad Domain DSM-5 Diagnostic Criteria

Impaired control Drinking larger amounts or over longer periods than intended.
Desire or unsuccessful attempts to cut down or control alcohol use.
Great deal of time spent obtaining or using alcohol or recovering from alcohol
use.
Craving or a strong desire or urge to use alcohol.

Social dysfunction and physical risk Failure to fulfill major role obligations as a result of alcohol use.
Continued drinking despite social or interpersonal problems.
Diminished social, occupational, or recreational activities due to drinking.
Recurrent alcohol use in physically hazardous situations.
Continued drinking despite physical or psychological problems.

Physiological dependence Tolerance, as evidenced by a markedly diminished effect of alcohol use.
Withdrawal syndrome or drinking to prevent withdrawal.
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Table 2. FLAGS Approach to Brief Intervention for Unhealthy Alcohol Use.

Feedback — Give feedback about the personal risks and consequences associ-
ated with drinking.

Listen — Listen to the patient’s response. Discuss any false beliefs regarding
the patient’s alcohol consumption level in relation to guidelines.

Advice — Provide specific advice about the importance of changing current
drinking using a nonjudgemental tone. Describe probable benefits of re-
duced drinking.

Goals — Discuss safe drinking limits and assist the patient to set goals for
changing drinking patterns. Instill optimism in the patient that the chosen
goal can be achieved. Motivation-enhancing techniques can be used to
encourage patients to develop, implement, and commit to plans to stop
drinking.

Strategies — Negotiate practical strategies to reach the agreed goal.
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Table 3. Medications for Alcohol Use Disorder.*

Medication Mode of Action Typical Dose Use in Liver Disease

Approved for the treatment of
alcohol use disorder

Disulfiram Acetaldehyde dehydrogenase 200 mg per day Contraindicated
inhibitor
Naltrexone Mu opioid receptor antagonist 50 mg per day Risk of hepatotoxic effects precludes
380 mg monthly intramuscular use in advanced liver disease
injection May consider in early liver disease
Acamprosate NMDA agonist{ 666 mg three times daily (reduce  Precaution in Child-Pugh class C
Calcium loadt if body weight is <65 kg) cirrhosisy:

Not approved in the United
States for the treatment of
alcohol use disorder

Baclofen GABA B receptor agonist 10-25 mg three times daily ~ Acceptable side-effect profile in pa-
tients with liver disease
Minimal hepatic metabolism

Topiramate GABA A receptor agonist Up to 100 mg twice daily Risk of encephalopathy precludes
AMPA-kainite glutamate recep- use in advanced liver disease
tor blocker May consider in compensated liver
Calcium- and sodium-channel disease
blocker
Gabapentin GABA A receptor agonist Up to 900 mg twice daily Uncertain
Varenicline Nicotinic acetylcholine receptor 2 mg per day Uncertain
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led vs. placebo-placebo
hazard ratio, 0.69 (95% Cl, 0.51-0.94)
Zoled placebo vs. placebo—placel
hazard ratio, 0.77 (95% Cl, 0.57-1.04)
100+ Relative risk, 0.94 z vs. placebo
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Zoledronate-Zoledronate 352 344 336 327 319 313 297 291 281 274 267
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Zoled vs. placebo Z vs. placebo
hazard ratio, 0.91 (95% Cl, 0.68-1.22) hazard ratio, 0.84 (95% Cl, 0.55-1.28)
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Table 1. Demographic and Clinical Characteristics of Trial Participants at Baseline.*
Zoledronate- Zoledronate- Placebo-
Zoledronate Placebo Placebo
Characteristic (N=352) (N=351) (N=351)
Age —yr 56.1+3.0 55.8+3.0 56.0+2.9
European ancestry — no. (%)t 295 (83.3) 305 (86.9) 295 (84.0)
Height —cm 162.7+6.0 162.8+7.3 162.9+6.3
Weight — kg 70.8+14.6 72.5+13.9 70.4+13.8
Current smoker — no. (%) 15 (4.3) 16 (4.6) 20(5.7)
Dietary calcium intake — mg/day 740+350 7624391 736+366
Physical activity — h/wk 35.549.1 35.9+10.7 35.5£9.6
Nonvertebral fracture after age 45 yr — no. (%) 62 (17.6) 39 (11.1) 57 (16.2)
Estimated 10-year fracture risk — %z 9.2+3.8 8.6+3.1 9.0+3.5
Lumbar spine bone density — g/cm? 1.13+0.14 1.1410.14 1.13+0.13
T scoref -0.45+1.16 -0.36+1.14 -0.44+1.11
Total hip bone density — g/cm? 0.94:0.09 0.95+0.10 0.94:0.09
T-scoref -0.51+0.74 -0.46+0.77 -0.55+0.74
PINP — pg/liter 56.1+21.2 61.6+20.0 63.2+24.5
B-CTx — pg/liter 0.50+0.20 0.53+0.18 0.51:0.19
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Table 2. The Effect of Zoledronate on Fracture Outcomes,*
Zol-  Zok  Placebo-  Zol-Zol and Zol-Zol and
2ol Placebo  Placebo  Zol-Placebo Zol-Zol vs. Zol-Placebo vs. Zol-Zol vs. Zol-Placebo vs.
End Point (N=352) (N=351) (N=351)  (N=703) Placebo-Placebo Placebo-Placebo Zol-Placebo  Placebo-Placebo
10, of women with 21 new fracture (%) relative risk (95% C1)
Primary end point
Morphometric vertebral fracturet ~ 22(63)  23(66)  39(1L1) 45 (64) 056(034-092)8  059(036-097)F 094 (0.54-166) 058 (0.38-087)
Secondary end points
Fragility fracture 7(202) 8222 99282 149212 072 (0.55-093) 079(061-1.02) 091 (068-121) 075 (0.60-0.94)
Any fracture 87(247) 96(27.4) 124(353)  183(260) 0.70 (0.56-0.88) 077(062-097)  090(0.70-1.16) 074 (0.61-0.89)
Major osteaporotic fracture AL(IL6) 49(140)  69(197)  90(128) 060 (0.42-086) 071(051-0.99) 083 (057-123) 065 (0.49-087)

# Confidence interval widths have not been adjusted for muliplicity and may not be used in place of hypothesis testing, Zol denotes zoledronate,

1 Post hoc multiple imputation analyses were performed to account for missing data in the intention-to-treat population; see the Supplementary Methods section of the Supplementary
Appendix for details,

4 P=0.04 for z0l-z0l as compared with placebo-placebo and P=0.08 for z0l-placebo as compared with placebo-placebo. P values were adjusted for multiple statistical tests with the use

of the conservative Bonferroni method (i.e., unadjusted P value times 2).
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\ Change in Lumbar Spine Bone Mineral Density from Baseline B Change in Total Hip Bone Mineral Density from Baseline
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Year Year
No. of Participants No. of Participants
Placebo-placebo 348 309 Placebo-placebo 351 314
Zoledronate—placebo 349 309 Zoledronate-placebo 350 312
Zoledronate-zoledronate 349 305 Zoledronate-zoledronate 352 318

. Change in PINP from Baseline
_ Infusion Infusion

Percent Change from Baseline
[
o o
i g

Year
No. of Participants
Placebo-placebo 74 72 67 64
Zoledronate—placebo 74 66 64 62
Zoledronate-zoledronate 77 74 n 63

D Change in B-CTx from Baseline

40- Infusion Infusion
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Percent Change from Baseline
|
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Year
No. of Participants
Placebo-placebo 74 72 67 64
Zoledronate-placebo 74 66 64 62
Zoledronate-zoledronate 77 74 71
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MANIFESTATION %
Venous Thrombosis and Related Consequences

Deep-vein thrombosis 39
Livedo reticularis 24
Pulmonary embolism 14
Superficial thrombaphlebitis 12

Thrombosis in various other sites 1
Arterial Thrombosis and Related Consequences

Stroke 20

Cardiac valve thickening/dysfunction and/or Libman-Sacks 14
vegetations

Transient ischemic attack 11

Myocardial ischemia (infarction or angina) and coronary bypass | 10
graft thrombosis

Leg ulcers and/or digital gangrene

Arterial thrombaosis in the extremities

Retinal artery thrombosisfamaurosis fugax

Ischemia of visceral organs or avascular necrosis of bone
Multi-infarct dementia

2 O ~ ~ WO

Neurologic Manifestations of Uncertain Etiology

Migraine 20
Epilepsy 7
Chorea |
Cerebellar ataxia 1

Transverse myelopathy 05

Renal Manifestations Due to Various Reasons (Renal
Artery/Renal Vein/Glomerular Thrombosis, Fibrous Intima

Hyperplasia)

Musculoskeletal Manifestations

Arthralgias 39
Arthritis 27
Obstetric Manifestations (Referred to the Number of Pregnancies)
Preeclampsia 10
Eclampsia 4

Fetal Manifestations (Referred to the Number of Pregnancies)
A s (BT p ok 2l Sl als V- g
Clinical Features of Antiphospholipid Syndrome
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Livedo reticularis Livedo racemosa |

Livedo racemosa — violaceous net like. Livedo vasculopathy — otherwise

Blotching of skin — broken / nonuniform unexplained painful papules or

discoloration (vs livedo reticularis) purpuric plagues = biopsy showing
thrombosis
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Livedo Racemosa & Vasculopathy
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Finding Change in hemolytic anemia

Decreased hemoglobin

Anemia )
Decreased hematocrit

Increased reticulocyte count

Bone marrow response/recovery Underestimation of HbA1C

Increased LDH
Increased indirect bilirubin
Decreased haptoglobin
Release of RBC contents Hemoglobinemia in intravascular
Yhemolysis
Hemoglobinuria in intravascular
hemolysis

Spherocytes or microspherocytes in
immune hemolysis
Schistocytes in microangiopathic
hemolysis

Blister or bite cells in oxidant injury
Sickle cells in sickle cell disease
Target cells and teardrop cells in

thalassemia

RBC morphology changes
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Laboratory findings in hemolysis and hemolytic anemia
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Peripheral smear in microangiopathic hemolytic anemia showing
presence of schistocytes
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Criteria

1-Evidence of involvement of 3 or more organs, systems, and/or tissues

2-Development of manifestations simultaneously or in less than a week

3-Confirmation by histopathology of small vessel occlusion in at least 1 organ or tissue

4-Laboratory confirmation of the presence of antiphospholipid antibodies (lupus an-
ticoagulant, anticardiolipin antibodies, and/or anti-beta2-glycoprotein I antibodies)

Classification

Definite catastrophic APS

Requires all 4 criteria

Probable catastrophic APS

All 4 criteria, except for only two organs, systems, and/or sites of tissue involvement or

All 4 criteria, except for the laboratory confirmation at least 6 weeks apart due to the
early death of a patient never tested for aPL before the catastrophic APS or

Criteria 1, 2, and 4 above or

1,3,and 4 and the development of a third event in more than a week but less than a
month, despite anticoagulation
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Table. Characteristics of Cases of Bowel Obstruction Due to Shii-
take Mushrooms.

Number of cases 26

Age (years) [median, (range)] 62 [50-89]

Gender (male:female) 9:17

Days after ingestion to onset (days) 3[1-21]

[median, (range)]

Obstruction site Ileum 21 (80.8%)
Jejunum 2 (7.7%)
Duodenum 2(7.7%)
Colon 1 (3.8%)

Size of Shiitake mushroom (cm) 6[2-9]

[median, (range)]

Risk factors Dental disorder 12 (46.2%)
Psychiatric disease 6 (23.1%)
Swallowing habit 5(19.2%)

Treatment Surgery 21 (80.8%)
Conservative 3(11.5%)
Endoscopy 2 (7.7%)

Diagnosis before surgery Bowel obstruction 15 (71.4%)
FIBO 3 (14.3%)
Shiitake mushroom 1 (4.8%)
Others 2 (9.5%)
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Table 1. Dimensions of Food and Nutrition Security.*

Dimension Description

Food availability Enough safe, healthy, nutritious, diverse, and culturally acceptable food is available in the commu-
nities in which people live, through either domestic production or imports. Food availability is
affected by agriculture, transportation, manufacturing, international trade, and social policies.
The largest international threats to food availability are climate change, political conflict, and
economic underdevelopment.

Food access Physical access: sufficient infrastructure and means are available for people to physically procure
foods without undue burden on household resources.
Economic access: income is sufficient to meet the needs of daily living, and nutritious food is af-
fordable.
Social access: access to food is not restricted by personal circumstances or characteristics and does
not require stigmatized behavior (e.g., begging).

Food utilization Physiologic utilization: nutrients are effectively absorbed and metabolized by the body, processes
that require a safe water supply and adequate sanitation and hygiene.

Social and informational utilization: reliable information on food safety, nutrition, and food literacy
is available; social utilization also includes intrahousehold distribution of food, which affects the
ability of individual members of the household to obtain food.

Household resource utilization: households have access to equipment and space required to store,
prepare, and eat food, as well as access to mediators of sanitation (e.g., soap and toilets).

Stability Availability of, access to, and utilization of nutritious food require a stable system that ensures food
irrespective of seasonal variation, weather events, natural disasters, pandemics, violence (civil
and domestic), and economic volatility.

Sustainability Stability accounts for short-term disruptions, whereas sustainability entails the connections be-
tween ecosystems and economies to support food security across generations. Food practices,
economies, and social systems need to contribute to the long-term regeneration of resources.
Food systems are responsible for the greatest proportion of all greenhouse gas emissions, and
moving toward more sustainable food systems will be essential to ensure future food security.

Agency Agency involves the capacity for persons and communities to make choices about food and access
to food. Agency implies that persons and communities can create a food system that meets their
needs (nutritionally, economically, socially, and culturally) and that is environmentally, economi-
cally, and socioculturally sustainable. Agency is affected by power imbalances among countries,
citizens, and corporations, as well as by differential access to resources and information.
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Table 2. Health Effects of Food and Nutrition Insecurity (FNI).*

Affected Population and Health Effects
Pregnant women, children, and adolescents

Gestational weight gain and adverse
pregnancy outcomes

Death

Malnutrition and growth faltering

Infectious diseases

Impaired child development

Mental health and psychological distress

Disordered eating

Adults
Death and reduced life expectancy

Generally poor health

Infectious diseases

Mental health disorders

Weight effects

Noncommunicable diseases

Diabetes

Disordered eating

Older adults
Generally poor health

Description of Effects or Associated Factors

Low-income countries: micronutrient deficiencies, low dietary diversity, and low caloric intake
associated with poor weight gain, preterm birth, and low birth weight

Middle- and high-income countries: weight gain above or below recommended levels; gesta-
tional diabetes

All countries: undernutrition, which accounts for nearly half of all deaths among children <5
yr of age, with increased mortality from infectious diseases

Low-income countries: micronutrient deficiencies, particularly iron, vitamin A, and zinc defi-
ciencies

High-income countries: children who experience FNI at increased risk for being underweight
before 5 yr of age and having overweight or obesity at 5 yr or older

Low-income countries: children more susceptible to respiratory and diarrheal diseases, with
higher associated mortality
High-income countries: increased rates of hospitalization for infections among children

All countries: elevated risk of developmental delay, poor cognitive and academic outcomes,
and internalizing (withdrawing) and externalizing (acting out) behaviors; poor develop-
ment of interpersonal skills; children living in households with FNI less ready for school,
with need for increased educational support

Adolescents in all countries: increased risk of suicidal ideation, mood and anxiety disorders,
psychological distress, and loneliness

Adolescents in high-income countries: increased risk of disordered eating — specifically,
binge eating

All countries: premature death and increased all-cause mortality, as well as reduced life expec-
tancy

Most countries: triple burden of disease (undernutrition, overnutrition, and micronutrient de-
ficiencies) related to FNI, with increased deaths from noncommunicable diseases

All countries: poor physical health, mental health, and quality of life

Low-income countries: increased susceptibility to respiratory-tract infections, diarrheal
disease, HIV infection, and tuberculosis; food insecurity also associated with worse out-
comes of HIV infection and tuberculosis

All countries: increased risk of mental illness, including anxiety disorders, mood disorders,
psychological distress, and suicidal ideation, as well as increased stress and sleep disor-
ders

Low-income countries: underweight among poorest women with severe FNI
Middle- and high-income countries: increased risk of overweight, with women more suscep-
tible than men; underweight among women with severe FNI

Low-income countries: emerging evidence of hyperlipidemia, hypertension, and obesity

High-income countries: metabolic syndrome, coronary artery disease, diabetes, and hyperten-
sion, in a dose-dependent manner; chronic pain, restrictive lung disease, asthma, dental
caries, kidney stones, and metabolic dysfunction-associated steatotic liver disease

High-income countries: poor glycemic control in adults with type 2 diabetes mellitus and FNI,
missed eye examinations and vision loss, hypoglycemic medication nonadherence, and
hospitalizations

High-income countries: binge eating disorder and bulimia nervosa when FNI is moderate or
severe

All countries: cognitive impairment and more rapid decline in executive function, as well as
increased risk of sarcopenia, falls, and frailty

# A full annotated list of health canseauences is nravided in Tahle S6 HIV denates human immunadeficiency virus
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Table 3. Nutrition-Specific and Nutrition-Sensitive Interventions for Food and Nutrition Security.*

Nutrition-Specific Interventions Nutrition-Sensitive Interventions

Fostering climate change mitigation and disaster preparedness Upholding the right to food
Transforming food systems so that they are resilient and integrate  Providing nutrition-sensitive agricultural interventions (e.g., home-

human agency steading, small-animal production, biofortification)
Reducing waste across the food system and promoting an equitable Ensuring that people have access to resources for generating an in-
and sustainable food supply come, including loans, productive assets (e.g,, tools), employment,
Stabilizing food prices training, and support
Promoting breast-feeding and counteracting marketing of artificial  Providing social protection and income support such as cash transfers
milk for infants and children and disability insurance
Fortifying food Ensuring minimum wage, wage growth, and employee benefits (e.g.,
Improving access to food production resources such as land, seeds,  sick leave)
and water Providing universal access to affordable, high-quality education
Promoting equitable trade policies Providing universal access to affordable health care
Strengthening regulatory and surveillance systems to maintain food Providing affordable, safe housing
safety Providing affordable child care

Ensuring stable and affordable energy sources for heat and cooking ~ Addressing commercial determinants of health (e.g., aggressive mar-
Ensuring access to a safe, stable water supply; improving sanitation  keting of ultraprocessed foods)
facilities Reducing inequities, structural racism, and intimate-partner and do-
Providing access to food safety nets in the form of food aid during mestic violence
emergencies (e.g, ready-to-use therapeutic food), nutrition-
focused food banks and pantries, and food vouchers
Increasing access to nutritious food within health services through a
“food as medicine" approach, with colocated pantries, medically
tailored food boxes, or prescriptions
Providing school meals
Eliminating food deserts and increasing access to healthy food
Building food and nutrition literacy (through life-skills development
in schools and personal food and nutrition education)

* A full, annotated list of interventions is provided in Table S7.
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